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AB This document discloses a process for producing paroxetine hydrochloride 
hydrate (I), which comprises reacting { 3S , 4R) - l-tert-butoxycarbonyl-4 - (4 - 
f luorophenyl) -3- [ (3 , 4-methylenedioxy) phenoxymethyl] piperidine with 
hydrogen chloride in the presence of water and then precipitating crystals in 

the 

presence of water. Also claimed is a pharmaceutical composition containing I 

for 

treatment of a variety of mental disorders. 
IT 200572-35-6 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 



tartaric acid 



(process for producing paroxetine hydrochloride hydrate via hydrolysis 
of BOC-paroxetine and crystallization in presence of water) 
RN 200572-35-6 CAPLUS 

CN 1-Piperidinecarboxylic acid, 3- [ (1 , 3 -benzodioxol-5-yloxy) methyl] -4- (4- 
fluorophenyl) -, 1 , 1-dimethylethyl ester, (3S,4R)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




IT 110429-35-1P 

RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation); USES (Uses) 

(process for producing paroxetine hydrochloride hydrate via hydrolysis 
of BOC-paroxetine and crystallization in water) 
RN 110429-35-1 CAPLUS 

CN Piperidine, 3- [ (1, 3 -benzodioxol-5-yloxy) methyl] -4- (4-f luorophenyl) -, 
hydrochloride, hydrate (2:2:1), (3S,4R)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




• HC1 



• l/2 H2O 
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AB This document discloses a method of precipitating crystals of paroxetine 

hydrochloride 1/2 -hydrate in a water- containing polar organic solvent, which 
comprises adding water to a solution or suspension of paroxetine 
hydrochloride in either a water- free polar organic solvent or a solvent 
containing up to 60 weight% water to regulate the water content to 70 weight% 

or 

higher and thereby precipitate crystals of paroxetine hydrochloride 
1/2 -hydrate . 

Paroxetine hydrochloride hemihydrate is a known antidepressant. Also 
provided is a method of precipitating crystals of paroxetine hydrochloride 
1/2-hydrate in water or a water- containing polar organic solvent, which 
comprises 

causing hydrogen chloride to be present in the system to thereby precipitate 
crystals of paroxetine hydrochloride 1/2-hydrate which have not been 
colored in pink. 

IT 110429-35-1P, Paroxetine hydrochloride hemihydrate 

RL: CPS (Chemical process); PAC (Pharmacological activity); PEP (Physical, 
engineering or chemical process) ; PRP (Properties) ; PUR (Purification or 
recovery) ; PYP (Physical process) ; THU (Therapeutic use) ; BIOL (Biological 
study) ; PREP (Preparation) ; PROC (Process) ; USES (Uses) 

(preparation of paroxetine hydrochloride hemihydrate crystals) 

RN 110429-35-1 CAPLUS 

CN Piperidine, 3- [ (1, 3 -benzodioxol-5-yloxy) methyl] -4- (4 - f luorophenyl) -, 
hydrochloride, hydrate (2:2:1), (3S,4R)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



tartaric acid 




• HC1 



• l/2 H2O 



IT 200572-35-6 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of paroxetine hydrochloride hemihydrate crystals) 
RN 200572-35-6 CAPLUS 

CN l-Piperidinecarboxylic acid, 3- [ ( 1, 3-benzodioxol- 5 -yloxy) methyl] -4- (4- 
fluorophenyl) -, 1, 1 -dime thy le thy 1 ester, (3S,4R)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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TI Simple preparation of anhydrous paroxetine hydrochloride 2-propanol 
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PA Sumika Fine Chemicals Co., Ltd., Japan 
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PI JP 2001139572 A 20010522 JP 1999-326619 19991117 

PRAI JP 1999-326619 19991117 

AB The title solvate (I) , useful as an intermediate for antidepressant anhydrous 
paroxetine hydrochloride, etc., is prepared by dissolving paroxetine 
hydrochloride (II.HC1) in 2-propanol (III) which substantially contains 
H20 and crystallizing from the solution or by mixing II or N-tert- 
butoxycarbonylparoxetine with III solution of HC1 which substantially 
contains H20 and crystallizing from the mixture II . HC1 . 2/1H20 (20.0 g) was 
dissolved in 220 mL III containing 0.10% H20 upon heating at 80° , and 
the solution was kept at 55-60° for 3 0 min and then cooled to 
2-5° under stirring for 3 0 min to give 19.8 g I. 

IT 110429-35-1, Paroxetine hydrochloride hemihydrate 
200572-35-6 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of anhydrous paroxetine hydrochloride 2-propanol solvate from 
paroxetine, its hydrochloride, or N-tert-butoxycarbonyl derivative upon 
crystallization) 
RN 110429-35-1 CAPLUS 

CN Piperidine, 3- [ ( 1, 3-benzodioxol-5-yloxy) methyl] -4- (4-f luorophenyl) 
hydrochloride, hydrate (2:2:1), (3S,4R)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




• HC1 



• l/2 H2O 



RN 200572-35-6 CAPLUS 

CN 1- Piper idinecarboxylic acid, 3- [ ( 1, 3-benzodioxol-5-yloxy) methyl] -4- (4- 
fluorophenyl) -, 1 , 1-dimethylethyl ester, (3S,4R)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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DN 133:4631 

TI Improved synthesis of paroxetine hydrochloride propan-2-ol solvate through 

one of metabolites in humans, and characterization of the solvate crystals 
AU Sugi, Kiyoshi; Itaya, Nobushige; Katsura, Tadashi ; Igi, Masami ; Yamazaki, 

Shigeya; Ishibashi, Taro; Yamaoka, Teiji; Kawada, Yoshihiro; Tagami, 

Yayoi; Otsuki, Michiya; Ohshima, Takao 
CS Central Research Laboratories, Sumika Fine Chemicals Co., Ltd., Osaka, 

555-0021, Japan 

SO Chemical & Pharmaceutical Bulletin (2000), 48(4), 529-536 

CODEN: CPBTAL; ISSN: 0009-2363 
PB Pharmaceutical Society of Japan 
DT Journal 
LA English 
OS CASREACT 133:4631 

AB Paroxetine, a potent and selective inhibitor of 5-hydroxytryptamine 

(serotonin) uptake, was prepared through a piperidine derivative, which was 
reported to be one of the paroxetine metabolites in humans. Thus, the 
piperidine derivative was converted to its N- tert-butoxycarbonyl (N-Boc) 
derivative, which was then converted to N-Boc paroxetine. Paroxetine 
hydrochloride propan-2-ol (iso-Pr ale. (IPA) ) solvate crystals were 
directly obtained from the N-Boc paroxetine by adding hydrogen chloride to 
the N-Boc paroxetine IPA solution The amount of IPA content in the crystals 
was reduced by drying with a continuous change of powder X-ray diffraction 
patterns. Other characterizations of the solvate crystals were also 
conducted . 

IT 110429-35-1P, Paroxetine hydrochloride hemihydrate 

RL: PRP (Properties) ; SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of paroxetine hydrochloride propanol solvate via human 
metabolite intermediate and characterization of solvate crystals) 
RN 110429-35-1 CAPLUS 

CN Piperidine, 3- [ (1, 3-benzodioxol-5-yloxy) methyl] -4- (4-f luorophenyl) -, 
hydrochloride, hydrate (2:2:1), (3S,4R)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




• HC1 



• l/2 H2O 



IT 200572-35- 6P, (3S,4R)-3- [ ( 1 , 3 -Benzodioxol -5 -yloxy ) methyl] -4- (4- 

f luorophenyl) -1-piperidinecarboxylic acid 1 , 1-dimethylethyl ester 



